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Unresectable or Metastatic Melanoma

OPDIVO, as monotherapy or in combination with ipilimumab is indicated for the treatment of
advanced (unresectable or metastatic) melanoma in adult and pediatric patients 12 years and
older.

Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and
older with completely resected Stage IIB, IIC, Ill, or IV melanoma.

Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant
treatment of adult patients with resectable (tumors 24 cm or node positive) non-small cell
lung cancer (NSCLC).

Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated for the
neoadjuvant treatment of adult patients with resectable (tumors 24 cm or node positive)
NSCLC with tumour cell PD-L1 expression > 1% and no known epidermal growth factor
receptor (EGFR) mutations or anaplastic lymphoma kinase (ALK) rearrangements, followed by
single-agent OPDIVO as adjuvant treatment after surgery.

Metastatic Non-Small Cell Lung Cancer

e OPDIVO, in combination with ipilimumab and 2 cycles of platinum-doublet
chemotherapy, is indicated for the first-line treatment of adult patients with metastatic
or recurrent non-small cell lung cancer (NSCLC), with no EGFR or ALK genomic tumor
aberrations.

e OPDIVOisindicated for the treatment of adult patients with metastatic non-small cell lung
cancer (NSCLC) with progression on or after platinum-based chemotherapy.



Malignant Pleural Mesothelioma

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
patients with unresectable malignant pleural mesothelioma.

Advanced Renal Cell Carcinoma

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
patients with intermediate or poor risk advanced renal cell carcinoma (RCC).

e OPDIVO, in combination with cabozantinib, is indicated for the first-line treatment of adult
patients with advanced RCC.

e OPDIVO as a single agent is indicated for the treatment of adult patients with advanced
renal cell carcinoma (RCC) who have received prior anti-angiogenic therapy.

Classical Hodgkin Lymphoma

OPDIVO is indicated for the treatment of adult patients with classical Hodgkin lymphoma
(cHL) that has relapsed or progressed after:

o autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin,
or

o 3 or more lines of systemic therapy that includes autologous HSCT.
Squamous Cell Carcinoma of the Head and Neck

OPDIVO is indicated for the treatment of adult patients with recurrent or metastatic
squamous cell carcinoma of the head and neck (SCCHN) with disease progression on or after
platinum-based therapy.

Urothelial Carcinoma

e OPDIVO is indicated for the adjuvant treatment of adult patients with urothelial
carcinoma (UC) who are at high risk of recurrence after undergoing radical resection of
ucC.

e OPDIVO, in combination with cisplatin and gemcitabine, is indicated for the first-line
treatment of adult patients with unresectable or metastatic urothelial carcinoma.

e OPDIVO (Nivolumab) is indicated for the treatment of adult patients with locally advanced
or metastatic urothelial carcinoma who:

o have disease progression during or following platinum-containing chemotherapy

o have disease progression within 12 months of neoadjuvant or adjuvant treatment
with platinum-containing chemotherapy.

Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient (dMMR) Metastatic
Colorectal Cancer

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
and pediatric patients 12 years and older with unresectable or metastatic microsatellite
instability-high (MSI-H) or mismatch repair deficient (dMMR) colorectal cancer (CRC).

e OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the
treatment of adult and pediatric patients 12 years and older with microsatellite instability-



high (MSI-H) or mismatch repair deficient (dMMR) metastatic colorectal cancer (CRC) that
has progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

Hepatocellular Carcinoma

OPDIVO, in combination with ipilimumab, is indicated for the treatment of adult patients with
hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated with
sorafenib.

Esophageal Cancer

OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or
gastroesophageal junction cancer with residual pathologic disease in adult patients who
have received neoadjuvant chemoradiotherapy (CRT).

OPDIVO in combination with fluoropyrimidine- and platinum-based combination
chemotherapy is indicated for the first-line treatment of adult patients with unresectable
advanced, recurrent or metastatic esophageal squamous cell carcinoma (ESCC) with
tumor cell PD-L1 expression 2 1% .

OPDIVO in combination with ipilimumab is indicated for the first-line treatment of adult
patients with unresectable advanced, recurrent or metastatic esophageal squamous cell
carcinoma (ESCC) with tumor cell PD-L1 expression > 1%.

OPDIVO is indicated for the treatment of adult patients with unresectable advanced,
recurrent or metastatic esophageal squamous cell carcinoma (ESCC) after prior
fluoropyrimidine- and platinum-based chemotherapy.

Gastric Cancer, Gastroesophageal Junction Cancer, and EsophagealAdenocarcinoma

OPDIVO, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is
indicated for the treatment of adult patients with unresectable advanced or metastatic gastric
cancer, gastroesophageal junction cancer, and esophageal adenocarcinoma.
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OPDIVO (nivolumab 10 mg/mL)

Concentrate for solution for infusion

FULL PRESCRIBING INFORMATION

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling.
e Severe and Fatal Immune-Mediated Adverse Reactions /see Warnings and Precautions (5.1)]
e Infusion-Related Reactions [see Warnings and Precautions (5.2)]
e Complications of Allogeneic HSCT /[see Warnings and Precautions (5.3)]
6.1 Clinical Trials Experience

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of OPDIVO.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Eye: Vogt-Koyanagi-Harada (VKH) syndrome

Complications of OPDIVO Treatment After Allogeneic HSCT: Treatment refractory, severe acute
and chronic GVHD

Blood and lymphatic system disorders: Hemophagocytic lymphohistiocytosis (HLH) (including
fatal cases), autoimmune hemolytic anemia (including fatal cases)

Metabolism and nutrition disorders: tumor lysis syndrome

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the
National Regulation by using an online form:

https://sideeffects.health.gov.il


https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fsideeffects.health.gov.il%2F&data=02%7C01%7CSigal.Hefetz%40dor-ps.com%7C9140dd99d4bd41bda17308d710ecb55d%7Cd0bb5acf86ff41daa2863814ebf90b18%7C0%7C0%7C636996481157341451&sdata=YWvgXf%2FqV8qDnXW8gxY20js%2BmSqd%2Bx9VG1WiWFCj3Uo%3D&reserved=0

:PXY 17V2 07y DT I'Y

1986 — 1"nwnn (0*1'won) D'ngnn npn 9% 13X Iy
T272 X9N DYON 'S Y NRIYN NSNNN

IA"TOIX
T 3IN 1YY no'N NIdAY NTOINN No'N
JTIDMI 7'Y9N MiINn

2"n/a"n 10 axni7an
nivolumab 10 mg/ml

N7 niyoin .4

INI9011 'RII7 NIYOIN

NP7 TN 719'0D 1ATTOIN 7Y NI NIYOIN

:(AVaga DIV NINDYY NIYDIN) DVIT' DA'X [NINDYY 'XII7 NIYSIN
(DT A7WUX 7¥ NN NINNA DYOXNNN L|V10A 719'0 WNXY7 D'YNINAN 071200 0DIA'0 NXIAY
.(Tumor Lysis Syndrome -2171an pi0'® Ninon) DA |T'0 7¥ NiDIN NinlL,DTA

1770 (ipilimumab) axnim'7'o'x DY 12" T9IX YW 271WN [NNA 'XII7A NIYSIN

}(DYap1 DIV ININDYY NIYDIN) DYIT' 2I'X NINYDYY 'XII? NIYDIN
(DT A7WX 7¥ NN NINNA DYOXNNN L|V10A 719'0 ANKY7 D'YNINNAN 0712010 0DIA'0 NXIAY
.(Tumor Lysis Syndrome — 2IT'an IN'S NiNnoN) DT |T'0 7w NIdINA Nin)I ,0TA

NO50N N'SININ'D A9NNNI DII'V79 A'7'INN A'DININD QY IAMTOIX W A7IWN [NNA 'XI'7A NIYDIN
i

110,000 yinn D'wnnun 1-10 2 NIY'SINY NIYSIN ,(rare) NiN'Ta 'Xi'? NIYOSIN
INT1 A7WUN 7¢ NINIAA NNNA 01'OXNDINAND L|VI0A 719'0 ANK7 D'YNINAD 071200 0'DIA'0 NXIAR @
.(Tumor Lysis Syndrome -7171an pi0'® Ninon) DA |T'0 7¥ NiDINI Ninl,DTA

D12'v79 7oA Ao NI (ipilimumab) axnmM™'ox DY 1IA*TOIX YW A71Un NN 'R NIYOIN
17715 901 N'OININ'D ADINNI

:(AyajEa DIV NINDYY NIYDIN) AVIT' DA'X [NINYDYY 'XI? NIYSIN




N7 A7WXR 7w NN NiNNA DRA'OXNNN L[V10A 719'0 1NKY7 D'YNINND 071200 D'DIQ'0 NXIARZ @
.(Tumor Lysis Syndrome — 717'an IN'S NAINON) DTA |T'0 7w NIdINA NNl ,0TA

N17710 DN'OYOI TMAMIBNINITO N'7'DNA N'OININGD DY 1IAFTOIN W A71UN NN 'XI7A NIYSIN

110,000 yinn D'wnnun 1-10 2 NIY'SINY NIY9IN ,(rare) NiN'Ta 'Xii'? NIYOIN
N7 A7WUX 7w NINIAA NINNA DRYOXNAN L[VY0A 719'V NXY? D'YNINAN D'7120N DDIA'0 NXIAR e
.(Tumor Lysis Syndrome — 717'an IN'S NAINON) DTA |T'0 7w NIdINA NNl ,0TA






